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WHAT IS CLAIMED IS 



A protein possessing a specific urate oxidase 



acl 



at least 16 U/mg and having the following sequence^ 
Ser Ala Val Lys Ala Ala Arg Tyr Gly Lys Asp Asn Val 



ivity of -v 
Aro/Val Tyr Lys 

Val His Lys Asp Glu Lys Thr Gly Val Gin Thr Val Tyr g/u Met Thr Val 
Cys Val Leu Leu Glu Gly Glu He Glu Thr Ser Tyr Thrylys Ala Asp Asn 
Ser Val He Val Ala Thr Asp Ser He Lys Asn Thr Il/fe Tyr He Thr Ala 
Lys Gin Asn Pro Val Thr Pro Pro Glu Leu Phe Gly /Lev He Leu Gly Thr 
His Phe He Glu Lys Tyr Asn His He His Ala Al/ His Val Asn lie Val 
Cys His Arg Trp Thr Arg Met Asp He Asp Gly yys Pro His Pro His Ser 
Phe He Arg Asp Ser Glu Glu Lys Arg Asn Val/Gln Val Asp Val Val Glu 
Gly Lys Gly He Asp He Lys Ser Ser Leu s/r Gly Leu Thr Val Leu Lys 
Ser Thr Asn Ser Gin Phe Trp Gly Phe Leu/Arg Asp Glu Tyr Thr Thr Leu 
Lys Glu Thr Trp Asp Arg He Leu Ser Ttfr Asp Val Asp Ala Thr Trp Gin 
Trp Lys Asn Phe Ser Gly Leu Gin Glu/Val Arg Ser His Val Pro Lys Phe 
Asp Ala Thr Trp Ala Thr Ala Arg GLu Val Thr Leu Lys Thr Phe Ala Glu 
Asp Asn Ser Ala Ser Val Gin Ala /hr Met Tyr Lys Met Ala Glu Gin He 
Leu Ala Arg Gin Gin Leu He GUf Thr Val Glu Tyr Ser Leu Pro Asn Lys 
His Tyr Phe Glu lie Asp Leu Sfer Trp His Lys Gly Leu Gin Asn Thr Gly 
Lys Asn Ala Glu Val Phe Ala/Pro Gin Ser Asp Pro Asn Gly Leu lie Lys 
Cys Thr Val Gly Arg Ser s/r Leu Lys Ser Lys Leu 

preceded if appropriated, by a methionine, or having a substantial 
degree of homology witft that sequence. 

2 - A protein/ according to claim 1, possessing a specific 

urate oxidase activity of at- l<»ast 30 U/mg. 



3. X protein according to claim 1 -o v which presents, by 

analysis on a\bidimensional gel, a spot of molecular mass of about 
33.5 kDa and an isoelectric point around 8.0, representing at least 
90 % of the proteinvmass . 



4- A protein ^according to anyone of claims 1 to 3, having a 

purity degree, determined by liquid chromatography on a C8 grafted 
silica column, higher ahan 80 %. 
5 * A protein accoV-ding to anyone of claims 1 to 4 , having an 

isoelectric point around ^.0. 
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6 - A protein according to anyone of claims 1 to 4, which 
carries a blockW group on the amino-terminal serine having 
preferably a molecular mass around 43 units of atomic mass. 

7 - A drug containing a protein according to anyone of claims 
1 to 6. 



A. recombinant gene which has the DNA sequence coding for . 
the protein having the following sequence^ £&~£X2 T^*®" ^) 

Met Ser Ala vV. Lys Ala Ala Arg Tyr Gly Lys Asp Asn Val Arg Val 
Tyr Lys Val His\Lys Asp Glu Lys Thr Gly Val Gin Thr Val Tyr Glu 
Met Thr Val Cys VaC\Leu Leu Glu Gly Glu He Glu Thr Ser Tyr Thr Lys 
Ala Asp Asn Ser Val rsLe Val Ala Thr Asp Ser He Lys Asn Thr He Tyr 
He Thr Ala Lys Gin AsrVPro Val Thr Pro Pro Glu Leu Phe Gly Ser He 
Leu Gly Thr His Phe He Glu Lys Tyr Asn His He His Ala Ala His Val 
Asn He Val Cys His Arg \rp Thr Arg Met Asp He Asp Gly Lys Pro 
His Pro His Ser Phe He Ar\ Asp Ser Glu Glu Lys Arg Asn Val Gin 
Val Asp Val Va Glu Gly Lys Gly\lle Asj^?Ile Lys Ser Ser Leu Ser Gly 
Leu Thr Val Leu Lys Ser Thr Asn\e/jBLn Phe Trp Gly Phe Leu Arg Asp 
Glu Tyr Thr Thr Leu Lys Glu Thr T/jT/Vsp Arg He Leu Ser Thr Asp Val 
Asp Ala Thr Trp Gin Trp Lys AsnT PheVe^Gly Leu Gin Glu Val Arg Ser 
His Val Pro Lys Phe Asp Ala Thr— Tfp AlSa Thr Ala Arg Glu Val Thr Leu 
Lys Thr Phe Ala Glu Asp Asn Ser Ala Ser\/al Gin Ala Thr Met Tyr Lys 
Met Ala Glu Gin He Leu Ala Arg Gin Gin Leu He Glu Thr Val Glu Tyr 
Ser Leu Pro Asn Lys His Tyr Phe Glu He AspVeu Ser Trp His Lys Gly 
Leu Gin Asn Thr Gly Lys Asn Ala Glu Val Phe A\a Pro Gin Ser Asp Pro 
Asn Gly Leu He Lys Cys Thr Val Gly Arg Ser Ser\Leu Lys Ser Lys Leu 




9. A recombinant gene according to claim 8, \?hich permits 

the expression in the prokaryotic microorganisms. 

A recombinant _gene according to claim 9, where\n the DNA 
sequence contains the fo-l-towrngs -sequence | C5£llU€ i*CZ l,U ftUf'"3^ 
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atgtgjgcgg 
caaggtVcac 

CCGTCTGTt 
GACAACAGCG 
CACCGCCAAG 
TGGGCACACA 
AACATTGTCT 
CCCTCACTCC 
ACGTGGTCGA 
ACCGTGCTGA 
GTACACCACA 
ATGCCACTTG 
CACGTGCCTA 
GAAGACTTTT 
AGATGGCAGA 
TACTCGTTGC 
GGGCCTCCAA 
ACCCCAACGG 
AAATTG. 



TAAAAGCAGC 
AAGGACGAGA 
GCTTCTGGAG 
CATTGTCGC 
CASAACCCCG 
CTTCAJTGAG 
GCCACCGCJG 
TTCATCCG 
GGGCAAGGGC 
AGAGCACCAA 
CTTAAGGAGA 
GCAGTGGAAG 
AGTTCGATGC 
GCTGAAGATA 
GCAAATCCTG 
CTAACAAGCA 
AACACCGGCA 
TCTGATCAAG 



GCGCTACGGC 
AGACCGGTGT 
GGTGAGATTG 
AACCGACTCC 
TTACTCCTCC 
AAGTACAACC 
GACCCGGATG 
ACAGCGAGGA 
JCGATATCA 
CTbGCAGTTC 
CCTGGSACI 
AATTTCAlM 
TACCTGG6C! 
ACAGTGvQ, 
GCGCGCCAGC 
CTATTTCGAA 
AGAACGCCGA 
TGTACCGTCG 



AAGGACAATG 
CCAGACGGTG 
AGACCTCTTA 
ATTAAGAACA 
CGAGCTGTTC 
ACATCCATGC 
GACATTGACG 
GAAGCGGAAT 
AGTCGTCTCT 
GGGCTTCC 
TATCCTGAGC 
ACTCCAGGA 
ACT£CTCGCG 
TGCAGGCC 
AGCT£ATCGA 
ATCGAtSGTGA 
GGTCTTCGCT 
GCCGGTCCK 



TTCGCGTCTA 
TACGAGATGA 
CACCAAGGCC 
CCATTTACAT 
GGCTCCATCC 
CGCTCACGTC 
GCAAGCCACA 
GTGCAGGTGG 
GTCCGGCCTG 
TGCGTGACGA 
ACCGACGTCG 
GGTCCGCJCG 
AGGTCACTCT 
ACTATGTACA 
GACTGTCGAG 
GCTGGCACAA 
CCTCAGTCGG 
TCTGAAGTCT 
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11. A recombinant gene according to claim 8, whi^h permits 
the expression in the eukaryotic cells. 

12. A recombinant gene according to claim 11, wherein (Mae DNA 
sequence contains the following sequence ^ v C^^^f-i ^C=<^ 
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atstctgctg 
caag5jtcac 
ccgtctWgt 

GACAACAG 
CACCGCCAAG 
TGGGCACACA 
AACATTGTCT 
CCCTCACTCC 
ACGTGGTCGA 
ACCGTGCTGA 
GTAC ACCACA 
ATGCCACTTG 
CACGTGCCTA 
GAAGACTTTT 
AGATGGCAGA 
TACTCGTTGC 
GGGCCTCCAA 
ACCCCAACGG 
AAATTG. 



TTAAGGCTGC 
AAGGACGAGA 
GCTTCTGGAG 
TCATTGTCGC 
AGAACCCCG 
CTJCATTGAG 
GCCACCGCTG 
TTCATCCGCG 
GGGCAAGGGC 
AGAGCACCA, 
CTTAAGGAGA 
GCAGTGGAAG 
AGTTCGATGC 
GCTGAAGAT, 
GCAAATCCTG 
CTAACAAGCA 
AACACCGGCA 
TCTGATCAAG 



TAGATACGGT 
AGACCGGTGT 
GGTGAGATTG 
AACCGACTCC 
TTACTCCTCC 
AAGTACAACC 
GACCCGGATG 
ACAGCGAGGA 
ATCGATATCA 
CTCGCAGTTC 
TGG 

aaWl£agtg 

tCTCGGCC 

acagjj^€ag 
gcgcgcca 
ctatttcgaa 
agaacgccga 
tgtaccgtcg 



AAGGACAACG 

CCAGACGGTG 

AGACCTCTTA 

ATTAAGAACA 

CGAGCTGTTC 

ACATCCATGC 

GACATTGACG 

GAAGCGGAAT 

AGTCGTCTCT 

TGGGGCTTCC 

TATCCTGAGC 

GACTCCAGGA 

ACTGCTCGCG 

CGTGCAGGCC ' 

agctgatcga 
tcgacctga 
ggtcttcgct 
gccggtcctc 



TTAGACTCTA 

TACGAGATGA 

CACCAAGGCC 

CCATTTACAT 

GGCTCCATCC 

CGCTCACGTC 

GCAAGCCACA 

GTGCAGGTGG 

GTCCGGCCTG 

TGCGTGACGA 

ACCGACGTCG 

GGTCCGCTCG 

AGGTCACTCT 

ACTATGTACA 

GACTGTCGAG 

GCTGGCACAA 

CCTCAGTCGG 

TCTGAAGTCT 
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'3. A recombinant gene according to claim 8\ which permits 

the expression in the animal cells. 

14. A recombinant gene according to claim 13, wheVein the DNA 

sequence contains the following sequence »: (_^feQ>vU%^./OG^--~X0 t^O 



(L 




05 



10 



15 



20 





-ATGTC 


CGCAGTAAAA 


GCAGCCCGCT 


ACGGCAAGGA 


CAATGTCCGC 


GTCTACAA\GG 


TTCACAAGGA 


CGAGAAGACC 


GGTGTCC AGA 


CGGTGTACGA 


GATGACCGTC 


TGTGTGCTTC 


TGGAGGGTGA 


GATTGAGACC 


TCTTACACCA 


AGGCCGACAlA 


CAGCGTCATT 


GTCGCAACCG 


AC ICC ATTAA 

n v« 1 1* v* rt I inn 


GAACACC ATT 


TACATCACCQ 


CCAAGCAGAA 


CCCCGTTACT 


CCTCCCKAKC 


TGTTCGGCTC 


CATCCTGGGq 


ACACACTTCA 


TTGAGAARTA 


T fl A fT A P A TT 


CATGCCGCTC 


ACGTCAACAT 


\ TGTCTGCCAC 


CGCTGGACCf 


re ATfcC A r fl T 


TGACGGCAAG 


CCACACCCTC 


\ACTCCTTCAT 


CCGCGACAGC 




GGAATGTGC A 


GGTGGACGTG 


STCGAGGGCA 


AGGGCATCGA 


T ATTA AHTrr: 

1 n 1 LnnO I Lo 


TCTCTGTCCG 


GCCTGACCGT 


GCTGAAGAGC 


ACCAACTCGC 


AGTTCTGfinf; 


CTTCCTGCGT 


GACGAGTACA 


CQACACTTAA 


GGAGACC TGG 


GACCGTATCr 


TGAGC ACCGA 


CGTCGATGCC 




uoAAtjAATTT 


CAGTGGACTC 


CAGGAGGTCC 


GCTCGCACGT 


GCOTAAfiTTC 


GATGCTACCT 


GGGCCACTGC 


TCGCGAGGTC 


ACTCTGAAGA 


CT7TTGCTGA 


AGATAAC AGT 


GCCAGCGTGC 


AGGCCACTAT 


GTACAAGATG 


J^CAGflGCAAA 


TCCTGGCGCG 


CCAGCAGCTG 


ATCGAGACTG 


TCGAGTACTC 


Wj£€KTtAAC 


AAGCACTATT 


TCGAAATCGA 


CCTGAGCTGG 


CACAAGGGCC 


TCCAAAACAC 


CGGCAAGAAC 


GCCGAGGTCT 


TCGCTCCTCA 


GTCGGACCCC 


AACGGTCTGA 


TCAAGTGTAC 


CGTCGGCCGG 


TCCTCTCTGA 


AGTCTAAATT 


G \ 







preceded by a non-translated 5' sequence favorin- expression in nnimal cells. 
15. Recombinant gene according to claim 14, wherein the 

non-translated 5' s ( e ^^^^4j5 X %m 
comprises the sequencfe^^CTTGCCGCCACTv^ Located" 



in animal cells 
ediately upstream 



from the sequence described in claim \4. 





16. An expression ^ vector carrying a recombinant gene 
according to any one of SCaims 8 to 15 with the means necessary for 
its expression. 

17. -_Ajiexpression vector according to claim 16, which carries 
at least one select] 

30 18. An expression vector,?ac"t®tding to claim 17, which has the 

characteristics of one of plasmids pEMR469, pEHIfcW^__and pEMR 515. 
19. Prokaryotic Microorganisms which are transformed by an 

expression vector according to claim 16, carrying a recombinant 
gene according to claim 
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20. Eukaryotic\ cells which are transformed by one of the 
expression vectors dcco&ding to any one of claims 16 to 18, 
carrying the recombinant gene according to claim 11. 

21. A strain of ^aocharomyces cerevisiae which is transformed 
by one of the expressibn-ve^tors according to any one of claims 16 
to 18. 



10 





22. A strXin according to claim 21, which carries a mutation 
on at least oiJe of^the genes responsible for the synthesis of 
leucine or uracil 

23. A strai 
on at least oneof 



cojrding to claim 22, which carries o mutation 
EU2 and URA3 genes. 



24. A process\for producing a recombinant urate oxidase which 
comprises the steps 

1) cultivating a straiNj/^ccording to claims 21 to 23 ; 

2) lysing the cells 

3) isolating and purifying the recombinant urate oxidase contained 
in the lysate. 

25. Animal cells co\caining a recombinant gene according to 
claim 13 with the means n^ceTssary for its expression. 

26. Animal cells conpaining an expression vector according to 
claim 16, carrying a recumspTnant gene according to claim 14. 
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